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CYRI interacts directly with activated Rac1 in vitro  ? ? ? 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	(Supplementary Fig. 1b)ǡ ? ? ? 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CYRI opposes recruitment of the Scar/WAVE complex to lamellipodia  ? ? ? 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Supplementary Fig. 7)ǤǲǦ ? ? ? ǳǡ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Supplementary Fig. 7)Ǥ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Ǧ
 ?Ǧ(Fig.  ? ? ?
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CYRI focuses actin assembly in leading pseudopods to promote plasticity of  ? ? ?
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CYRI promotes pseudopod splitting and opposes persistent migration in  ? ? ?
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Discussion  ? ? ?
CYRI is highly conserved and DUF1394 represents a Rac1 interaction  ? ? ?
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CYRI opposes recruitment of active Scar/WAVE complex to leading edges  ? ? ?
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Figure 2 - CYRI proteins interact with active Rac1  ? ? ?
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Figure 4 - Overexpression of CYRI-B opposes Rac1-mediated Scar/WAVE  ? ? ?
recruitment to the leading edge  ? ? ?  ? ? ?
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Figure 5 - CYRI-B controls the duration and extent of Rac1-mediated  ? ? ?
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Figure 6 - CYRI modulates protrusion plasticity during directional  ? ? ?
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Figure 7 - CYRI-B regulates Rac1-dependent recruitment of Scar/WAVE  ? ? ?
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d e Putative Rac1 binding region of CYRI
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Q9H0Q0 H. sapiens (A)
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N-terminal myristoylation site of CYRI
10 20
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eCFP-CRIB-PBD GFP WT R160D R161D
GFP-RBD
GFP-RBDWT
Input GST wt Q61L Input GST wt Q61L Input GST wt Q61L
GFP-RBDR160D GFP-RBDR161D
GST-Rac1 GST-Rac1 GST-Rac1
























































































































































































































fusion Rac1A-mCherry Dual imaging






























































































CYRI-B RBD vs Active Rac1
Kd = 27 M

















Active Rac1 vs CYRI-B RBD
Kd = 22 M
Figure 3










































































































































CYRI-B R160/161D + +-- --
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COS-7 siRNA COS-7 siRNA COS-7 siRNA
EV
CYRI-B WT
CYRI-B G2A + +-- --
-+- -+-





















































CYRI-B G2A + +-- --
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mTq2-sREACH Raichu probe (ns)














































































































FLAG-tag F-actin Merge + nuclei
















Membrane protrusion distance (μm)
N
Lateral spread of activation (μm)








































































































































Vector Ctr Vector Ctr
Vector Ctr
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PODXL-positive lumen from MDCK cysts
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